Introduction
Although viruses offer an attractive explanation for the etiology of some forms of chronic progressive central nervous system (CNS) diseases in man, etiology has only been proven in a handful of cases. Among them, subacute sclerosing panencephalitis (SSPE) is a rare late complication of childhood measles characterized by a long time span between the initial attack and the onset of SSPE. This latent or silent phase may be a decade or longer, and the interaction between virus and host during this interval is poorly understood (Ter Meulen and Hall, 1978) . Progressive multifocal leukoencephalopathy (PML) is another virus-induced chronic progressive disease of the CNS (Weiner et al., 1972) . In this case, the infectious agent is a DNA-containing papovavirus. Infection with the PML agent is common but progression to the fatal chronic gray matter disease is rare, occurring most frequently in association with immunosuppression or as a complication of acquired immunodeficiency syndrome. As in SSPE, the factors Address for correspondence: Michael J. Buchmeier, Scripps Clinic and Research Foundation, 10666 N. Torrey Pines Rd., La Jolla, CA 92037, U.S.A. which separate the self-limiting benign infection, which occurs in most individuals, from the lethal disease are poorly understood.
There are circumstantial data to support the suggestion that viruses cause human demyelinating disease. Norrby and coworkers (Norrby, 1978) described oligoclonal IgG specific for measles and other common human viruses in the cerebrospinal fluid of MS patients. Measles virus and the closely related paramyxovirus canine distemper have been implicated by epidemiological studies showing an association of antibodies to these viruses with MS but insufficient evidence is available to establish a causal link. It is precisely these difficulties in establishing a causal relationship between viruses and MS that has led us and others to focus on well-established animal models of CNS disease (Lampert et al., 1973; Weiner, 1973; Sturman and Holmes, 1982; Stroop and Baringer, 1982; Koolen and Buchmeier, 1986) . Using such models, factors such as the age, genetic background and immune status of the host and the strain, dose and route of inoculation of the infecting virus can be controlled and manipulated. A detailed understanding of the functions of specific macromolecular components and genes of viruses and their interactions with the host in disease will yield greater insight about the molecular basis of viral CNS pathogenesis.
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